Background Identifying patients who respond more favourably to specific therapy allows for optimal disease management (maximising treatment benefits; minimising treatment-related risks) and better allocation of limited healthcare resources. SLS COPD, a 12 month, open-label, randomised controlled trial conducted in UK primary care, compared the clinical effectiveness and safety of initiating once-daily inhaled FF/VI 100/25 mg versus continuing usual care (UC) in patients with COPD. The trial met its primary effectiveness endpoint demonstrating an 8.4% reduction in the mean annual rate of moderate/severe exacerbations with FF/VI versus UC (95% CI: 1.1-15.2; p=0.02; primary effectiveness analysis population).
Background Identifying patients who respond more favourably to specific therapy allows for optimal disease management (maximising treatment benefits; minimising treatment-related risks) and better allocation of limited healthcare resources. SLS COPD, a 12 month, open-label, randomised controlled trial conducted in UK primary care, compared the clinical effectiveness and safety of initiating once-daily inhaled FF/VI 100/25 mg versus continuing usual care (UC) in patients with COPD. The trial met its primary effectiveness endpoint demonstrating an 8.4% reduction in the mean annual rate of moderate/severe exacerbations with FF/VI versus UC (95% CI: 1.1-15.2; p=0.02; primary effectiveness analysis population). 1 Aim Identify patient subgroups demonstrating an enhanced response with FF/VI versus UC in SLS COPD, using a cluster analysis approach. Methods This exploratory post-hoc analysis utilised a datadriven recursive partitioning algorithm (SIDES 2 ) to identify several candidate patient subgroups, each with the potential to demonstrate added benefit of FF/VI versus UC compared with the parent intent-to-treat (ITT) population, based on the primary effectiveness endpoint. Twenty-four distinct patient variables were considered, including baseline demographics, COPD history and disease characteristics, comorbidities, socioeconomic status and treatment adherence. Following identification of a "best" candidate subgroup, the primary effectiveness model used in the original SLS COPD study 1 was repeated to evaluate the potential additional benefit of FF/VI versus UC in this subgroup. Results Eight candidate subgroups were identified, defined by combinations of coronary artery disease (CAD) diagnosis, CAT TM score, age and polypharmacy. The subgroup indicating the greatest potential treatment effect of initiating FF/VI versus continuing UC comprised 1430/2799 (51%) ITT patients with no CAD diagnosis, baseline CAT score £33 and age !61 years. In this subgroup, the mean annual rate of moderate/ severe exacerbations was reduced by 21.40% (95% CI: 12.79-29.17) with FF/VI versus UC, contrasting with the observed reduction of 8.4% (95% CI: 1.4-14.9) in the overall ITT population. 1 Conclusions The identified patient subgroup demonstrated an enhanced response with FF/VI versus UC compared to the overall SLS COPD population. Work is ongoing to validate/ confirm these findings in an alternative COPD dataset. Funding GSK (HZC115151/NCT01551758).
Please refer to page A260 for declarations of interest in relation to abstract P270. Rationale Treatment with extrafine triple therapy in a single inhaler has beneficial effects compared to LAMA monotherapy on lung function and symptoms. This analysis focuses on rescue medication use (as this is associated with symptoms) and lung function responder analysis identifying clinically relevant effects. Methods In this 52 week multicentre, randomised, doubleblind, active-controlled study, 2691 patients with severe to very severe COPD, exacerbations history, and CAT total score !10 were randomised (2:2:1) to tiotropium, fixed triple (beclometasone/formoterol/glycopyrronium), or free triple (beclometasone/formoterol+tiotropium). Secondary endpoints included FEV1 responders at week 26 and 52 using different thresholds for response and change from baseline in average use of rescue medication. Results Both fixed and free triple FEV1 responder percentages were significantly greater than tiotropium at weeks 26 and 52 regardless of the threshold used to define the response (p<0.001 for all analyses). At 26 weeks the proportion of responders were 48.0% (fixed triple) and 48.1% (free triple) for the 50 ml threshold, and 36.7% and 34.8% at the higher 120 mL threshold, with similar Results at week 52. Corresponding FEV1 responder percentages for tiotropium were lower at the 50 mL threshold (35.7% and 34.8%, at weeks 26 and 52 respectively) and 120 mL threshold (25.3% and 24.8%, respectively). In terms of average percentage of days without rescue medication use over 52 weeks, all treatments showed statistically significant increases from baseline which were more marked with fixed and free triple (13. Please refer to page A260 for declarations of interest in relation to abstract P271.
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